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A request was recently made by Dr. Charles to evaluate the inclusion of 
Project 1730 (Cell & Tissue Culture Research) in the Operations Support 
Program. This occurred as a result of discussions with K. Houghton and R. 

Cox following an update of the status & plans of the Paraben Replacement 
Program. This memo addresses that request. 

Project 1730 personnel are currently involved in investigations in 
support of Park 500 which address the need for identifying and evaluating 
prospective new preservatives as replacements for and/or as adjuncts to 
propylparaben (1). The rationale for this is two-fold. First, propylene 
glycol, the present carrier for propylparaben, may have to be replaced as a 
tobacco additive. In addition, Philip Morris is continually trying to 
improve the quality of it's products by making them as "natural" as possible 
by replacing synthetic ingredients with naturally-occurring ingredients. In 
pursuit of these goals, Project 1730 personnel have been screening a variety 
of "nature identical" biochemicals of botanical origin as potential 
replacements for (or adjuncts to) propylparaben. 

Program Status : 

Over the past year, several "broad-sweep" assays have been employed to 
evaluate the antimicrobial impact of a number of candidate compounds, 
including: Sucrose Esters, Essential Oils, and most recently, tobacco- 
identical Fatty Acids (2). Among the Fatty Acids (FAs) that were tested, 
several intermediate-length compounds (C-10 thru C-12) proved to be 
effective inhibitors of bacterial growth based upon the results of the 
initial screens that were conducted. As a result of these observations, C- 
Pilot Plant production trials were run in order to make sufficient RL sheet 
(+/- preservative) to allow subjective as well as toxicological evaluations 
to be conducted. At the same time, the compounds of interest (including 
alcohol derivatives of the fatty acids, and combinations of fatty acids and 
propylparaben) were also subjected to more rigorous testing in SEL so that 
additional information could be generated regarding how well these materials 
performed under more realistic (process-like) conditions. 
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Project Personnel : 
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currently staffed by the 


Experimental protocols are written by the Project Leader in 
collaboration with the other members of the laboratory. Experiments are 
carried out either by individuals, or teams of individuals (as required) in 
each of the three major areas of investigation: 

A) Phase I screens - Shulleeta & Tenhet 

B) Microbiological - Weissbecker & Lyle 

Investigations 

(Phase II Screens) 

& Evaluation of Spoilage 

C) Biochemical - Teng, Shulleeta & Tenhet 

Investigations 

& Phase III (Fermentor) 

Screens 


Program Plans : 4th Quarter, 1988 - 1st Quarter, 1989 

The following technical objectives have been set for the 4th quarter of 
1988 and 1st quarter of 1989. Some modification of these objectives may 
occur as the data from each test become available and are evaluated. 

1] Nov/Dec. 1988 : Continue the evaluation of the medium-length (C-8 
thru C-12) fatty acids and fatty alcohols in the Phase II SEL 
screen. 

2] 4th Quarter. 1988 : Examine the efficacy of employing mixtures of 
fatty acids or fatty alcohols and propylparaben in Phase I & II 
screens. 

3] 4th Quarter 1988 and Continuing : Continue the development of 
Chemical & Microbiological criteria to define spoilage of SEL. 

4] 4th Quarter. 1988 : Establish a Phase III (fermentor-based) model 
system of Park 500 (Line 2). 

5] 4th Quarter. 1988 : Test prospective fatty acid/fatty alcohol 
preservatives in Phase III fermentor screens. 
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6] 4th Quarter 1988 and Continuine : Evaluate other prospective 
candidate materials, including: 

Derivatives of C-10 thru C-12 fatty acids, 

Designer Di-Esters of short and intermediate chain length 
fatty acids, 

Components of Essential Oils, 

Phytoalexins (?) 

7] Conduct additional C-Pilot Plant production runs for evaluation on 
an as-needed basis. 


1. Uydess, I. L. et.al. Development of Microbiological Screens for 
Identifying & Evaluating Tobacco-Identical Preservatives as Replacements 
for Propylparaben. PM Memo to Dr. E. B. Sanders; September 2, 1987. 

2. Shulleeta, M. A. and S. W. Tenhet. Evaluation of C-5 thru C-14 Fatty 
Acids as Prospective Preservatives. PM Memo to Dr. Rett Southwick; July 
6, 1988. 

3. Uydess, I. L. Status & Plans of the Parabens Replacement Program. PM 
Memo to Dr. R. W. McCuen; July, 1988. 


cc: J. L. Charles 
C. K. Ellis 
A. C. Lilly 
R. W. McCuen 
E. B. Sanders 
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Project 1730: Paraben Replacement Program 
(SUMMARY) 


OBJECTIVE : To provide support to PM's manufacturing facilities (such as 
Park 500) with specific regard to the identification of alternative, nature- 
identical preservatives for use in tobacco. 

STATUS: Several tobacco-identical fatty acids (C-10 thru C-12) have been 
found to be potent inhibitors of microbial growth in the Phase I 
preservative screens that have been conducted. 

STRATEGIES: The appropriate microbiological screens will be employed in 
order to determine the antimicrobial impact of a number of targeted 
compounds currently under evaluation as prospective preservatives for use in 
SEL, Pilot Plant trials will be conducted to support subjective (and other) 
evaluations to assure the efficacy and appropriateness of the targeted 
compounds. 

TACTI CS & TIMETABLES : A C-Pilot Plant production run (+/- preservative) for 
the purpose of conducting subjective evaluations and further laboratory 
(Phase II, SEL) testing are scheduled for the 4th quarter of 1988 and the 
1st quarter of 1989. 

RESOURCE ALLOCATIONS : Project 1730 is staffed by 6 personnel which occupy 
facilities In D-Building (D-114) and the Research Tower (T-713). 
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